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10 20 SO 

Tlrae(mln ) 



(2) 

1 

imm 1 i tmmmtt-thfflz*3i%*i: 2 - 
C ( 2-try^p) *+foX)V~7<— )Vy <yxj 5^ 

yzmwLxz&mmmiz&^x . &m&£v/£ 
[is«S2] ®mtztim>2- c (2-t'j^) 10 

1 0 0S4a»C*t l/C 0 . 0 1 ~ 1 osaaTfcs 

i t z imt -t-zmm 1 smogm. 

■ m*mi- h o vj*mmt ?)v? zwfe-tz 20 
z t zmLt-rtmrn. 1 smemm. 

V-~)VWPc&to £ £tf t£35#<o±l;: l ~ 2 Jf cory 

$*i*:&?tg3<J. 30 
[IS£J16 ] 2 - C ( 2 - 1 u vrt-) ^f-;kx^7 

i~2 0111 ig«8<j#o . 0 i^2W&mrcbhz 

[fM7] JlfCTJtfSHS^MJ^A. BHg^MJ 

VymAXZAVVJ*. U >«=■*- hy>Z»4fcliy>' 40 

[?S^f»5rlHH)!] 
[0001] 

[0002] 

— K* ATRasefflStfUf}£3ttl>2- C (2-f'J>-» 

t, mzoxA $ r-r-ivm&tot m-t zti>& 50 



^f^F5-2 55088 

2 

~/*i-i;ym<7)tx9*vY\i ^Mwmm^hhik 
m^mimm^mittx&^tix^i. mz. 

^81654-1 4 1 783-^&?8. 1^^6 1-5 09 

7 8^m. » 1-627 O^&fgtffcfai&Sft*: 

<yxj 5 yv-)vi^^<mwftwm<m\mh 
x-h*). &%±.<tfimm : fmztix^&. 

[000 3] LfrL%i { t>. zti^yxj $yv-/u 

na-Ti yytf'mx&Mztfrfrh^-r. maox 
oiz£%.mzmmmf5£fxtt:*>. mHttwrncb 

[0004] itli-Ct:. laJtJS^ffl^W-rS^VX^ 
$?Y-)Um&Va<7)£%&WMm&t:Mz. <yX 

WUt)V : y*7J>&Z) i^izimzit&m:ime>ti 

X^& (#^F3-3 8 24 7-^^ffi) . ft&¥3-3 

8 2 4 7 *?&mz£ h b . «#TT^K>Jc031«fc ^fi 

%%X't>~>t:z\tt>m&£tix\.^. 
htfzwkmzsmn-tmzwix** ?v v-Mom 

ilfc. *SIBie6 2-283964 ^^(C «t 0 . OX 

a $?Y~imgmzifLx 5mm%&±<DmMmm 
hK^zuiiMtnmz^h^xhh, 

[0005]-*. i^6«|SM*»«Lfc«fflWW 



3 

fcLT^£S6 2-2 58 3 2 0^«tJ:0. ®?Stt 
Mil. iiJ:t/®li^lS^3«*^^&^PE^S'Hc 

•>A4fcBa^Brtr (Ahfc -6MgO C02 -12HiO*fc 
»±MgD ■ Ahfc • 2SiOz • 11H2O , n{i25fe§t<£#ggtT' 

T;^ Kft^Hji: LT^b Ko*/HM h£§iRL 
2*iatM<OS8£^T*^ia^j£tt#aS< . 

zzttf&tti. ^cmm^ m&m&itmtzmmm 

imiz&^x\mmffi&&mmziix^z<?)imvt 
x-h*). mmizi>mt<%\.\ J2Lt*>j&K>. &# 
=5r«^^^tt« t> ^>^> a., mmizmh^-y-^y-/ 
xmtfmizftt. **oitstt. m&&<o&izi5^xi> 
^<ixtzm&tthw&nm&m.zixx^& . 

[0006] 

zmttx. m«<wm*m^xwmmm:?i'>-rzt 
z*>. £%imt Lx*mtt.T>u$.-*>j» • &m*mi- 
stt. zti\zmmm:W£r?hz- 

[0007] -r&fc^ *i&Bj{±^ ( 1 > tfmmftmt: 
i~2iory^-3-x^>'^asr»st. s^t. 

txfzmmmi axt/ ( 2 ) ssswffl^^set^ 



3) !ggB¥5-255088 

4 

yX4 5 ry-/i^#Bj£#tf&atfH;: 1 ~2JK97- 
^tJit/Z^^iry^-rj-r yrmiz&SLttMt 

xvmmm&mnrzit&zt mwLt-t&mmwMizm 

[0008] 3HHHfcU^T» fiWWBH£3r*-4IMc 
^££=5:2- C **)VXA--7 < — ;I0 

(5-*h*v--2- C C (4-*Mf5/- 
3 , 5 2 -t'J v/l>) .Xf-rtO 4 x 
AO - m-^yXA 5rv-;i/) . yyvryV-iv 
(2- C C C3-*?7P-4- (2, 2, 2-bU7 
;l/jrnxh^^) -2-ey>'';i/D ^7^- 
)V) - 1 Y\-KyX4 $.?V->V) . 2- C C4- ( 3 
-^h^r^TD^v) -3-^^-2-tU^;^ 

^)VX)W 4~iv^-\Yi-^yx^^r-)V. 2 

20 - C (3. 5-^^-4-^ h^fv- 2-e»J> 7 

6-^^-2- C (3-^^-2-lfU^) 
^f-;Px;i/7 -f - 1 H-<yX-f S^V-yi/- 5 
-itAtfymt+A'* 5-*+*-2-t (3, 5-^' 
^<^-;P-2 -t'J - 1 H- 
<yX-f 2- C (4-j»«b^>'-2-tU 

i^) -^D - 5 - MJ 7;l/*o^^ 

-lH-'vyX-f 5*V-/k 2- C (4->h^f>— 
3-^f-^-2-etlv» -5 
30 -h'J^/^P^f-^-lH-^yX'f 2 

- C (5-X^-4-7xy=Srx-2-trU> : /W) ^ 
•?AX)U7 l-A) H-<yX4 5 
rV-/k 5-^h4f^-2-C (4-7i^>-2 

v» - 1 n-KyXA 5 

yy-;K 2- C (3-^^-4- (2- (N-O- 
it)U-N-X1~AT$;) Xh^r^) -2-t'Jv» 
, -f - 1 H-^yX>f s yy-;P. 2 

- C (3-^^-4- (2-tM l jyxh^y) - 
2 - 1 »J ^ ) ^ ^)VX1V7 -<-W-lH -O X'f 

40 ^V~A%tz\t2~ C (3-^^-4- (2- 
(1. 2. 3, 4-f h7hKn>( f 

- i w-^yxA ^/-mwf^ti. immt 

LXmm.&fa*®8l>Mz l~50mg.#^L«i5 
~30mg 

[0009] sa5^t:fc»ts*i?fl:r^sx^A • m 
^fb^i i fiasstw lt o . i~2 ofiaasa*i!£ l 

^mtiiCb&tf. Ztitzffi£Ztihl><r)X'i£%\,\ ±M 
50 S^t^Uimiiaffl^ixTi^miraSO. KtiLim 



5 

A • b U ? A^Bsl£*fc#&fciiigtt-Ci> 

•f 6 C 1 1 J: 0 -eco^^ttSr ftiS-frS £ k S . 
Jgffi&Ji: fCttS5Bh>- h U ?A. h 0 ->A. % 
K*3H-MJ^A X ^IH-hU^A, ^UUye^h'J 

«>a. tfyyyiWry^A. yyi&k^r^y^A. t 
oyy^hy^A. buyylWJ^A. >)ym*m 
h U * A. 'J y&E-J- h 'J V&ttti 'J V-KHXf 'J 

-A«fl:'d*l«l«WtLT, ««^J0. 0 1~2tt 
[0011] ^BHti^^j^^^i^yX^ 5^ 

y->wwfcdiik ££^r*£*8HfcT^$-?A • 
i-zztizxixftati&tfi. znmwjvn*. tit*. 

Ttiv\ n^tit:m.-eimzm5&mmz± vrntftk 

[0 0 12] ZCO£oizLX1%t>tlX:ifc®tt (mt. & 

mi) jcizi^moTyy-^-T-iyymzffli 
u Tyy-3-^iyymwz£fc{mtLx*&it 
r>v $ _->a • mfomr v y vj>m®>. ttdttm 

-f^/» l/Clitf #2 L<fib Ko* 
a-*. ,-KUb'^h-o'J K>\ -fe'^y^A^gtfii 



4) ^^5-255088 

6 

ryy-i-T- 4yym\i.imfrt> i £h^kij i 

«it. &£v<miz&ix?)v?m<Dmmii>t>tchz 
ttfi. o»* u^. r >y-3-x ■< yy«tfcfts3c 
jeftjB^s^JUiaat* i o o Mate** lt o . o i 

10 StcOTfi^r^. 

[0013] zcqx o izhxvbhtitzmwffiFuizim 
ttn-x -f^^MSi-i. £ k iz i ^xmrnrnit-rz 

XT-tf— hy?\s-h. t H n4f v-ro h";M f-;Hr 
->¥tiilWj:k'i>maX^h. 

[0014] v±<7)£ p iz. Tyy-n-<f a 
20 yrm£Tmm&3-T<y7m0)3f§frt>%&wm 
iz&^x. mstfotoXV/tfdiTyy-z-Tiy?' 
m&mm&x'b&x&tt.Tfrz-vj* ■ $m*.m- v o 
vj*mmzm£%*tz> z ktfmmx-h o , wnwm 
mftex^xi>mk-thmimt>ii&\ -t%h 
*>. tmMz$ii&co*mit7)u$-<;j> ■ &M*.m± 
y- u k izx ^xmmtmfa 

<7m&kfrTxmm&?fLxi>. mmommtOit 
%\.\ wmme 2-25832 o^'mvmmryy 

ii.ryy-3-7-4 y?m\z%&.t. ho^;w hSrffl 
v^tv^s. -2k *mmiX'ii7yy-3-Tjyym 

WzW$ftlzW&Lt:*8i1t7>u$-V& • 

hy^A^a^^m&D-rs. 

x.-f >^fflS0 ( b Ha^fv'rab , ;Mf-;Hr^a-A5: 
h') tci^K^iSttJi^bKn^;^ Ytck'<m 

40 mxt>&. ico^K^r/PS-^A ^k** 
b y *> A*tt!H5fc<t^^^^ £8airr& £ t: J; -> 
x. ryy-^-TJ y ^<mm^mx<nm 
*). z\k\iz£~>x. mvxmmjiW 

*s^t^$-«>a ■ sm*mi- h y 'y^imimiz 

*tLX%i^t>mftm£?rt-&t:#>. «SKMc*ft4B» 
[0015] ObOJ: dtcUT. gPfe^-tJSLtSW 

50 tfesis^ttco^j. 3S&a<]£#i.£fca { r^ ^/cs 



I 



(5) 



^^5-2 5 5 088 



8 



( 3 ) ry/-3-f < y^a<osjsjeBetttt-cn 

(4) s?p a a<oasii&ig«T#i». 4fc, a^prcoias 

&*>£5£tt§: J: Oft < fl*IE-e£ S«t 5 . 
[0016] ^ifl*^«*<?ifc™He«*Ift 

[00 17] 

[HtkM] HTfc. *WL Htt$!lfcJ:tf0SSfc0!l£;fcff 
[00 18] ##0?1 



n*;HM h£JS»fcB8ttS8M&. &KJS62-2 5 
83 2 0 ^^ffitc£»5^^(c?i6 tT , <t 3 1 LT 
KitLfc. ^Jl3 5mg^O^T5V-^20m 

0 . 3 m g istth h Kn4f >-7ntW f-jHr/HJ- 

z«Ty^-3— f^j^tiu av»TbHo#s^r 

[00 19] ItSfcS&ll 
SI. 0mm) TiMSLTt®. ?W5-(f- (*±>t 

20 ^jwr) xm&m&k'&h. ^<m&*miimm 

*Tl&^SJS5 0X;T3 0^a^^L, *ttflvvtl4 
~2 4 * / ss A 08aitt£19£. 

5. Omg 



5. 
4. 
4. 
0. 
56. 



Omg 
Omg 
Omg 
5mg 
5mg 



If 



[0020] #^^gE^tTiEffl^c03-r -f 3^ 

i . 2\tmmsmm (*jhkss) *x$&m.i 5* 



7 5. Omg 

arc. raou^ 5°cx-ft\.\ im^-Tiyyimtm 

S6 5X:. j#£tiag4 0*CT3-7M y^Srff-oJt. 



75. 5mg 



3. 
1,. 
0. 
(64. 



5mg 
5mg 
5m g 
5mg ) 



mm 



5. 5mg 



3. 
2. 
0. 



5m g 
5m g 
5mg 



(64. 5mg) 



fh 6. 5mg 

t Ka*y7ot;Mf;H:^o-X73'l/-h 10. 7mg 



(6) 



9 

as* 
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1 0 

0. 5mg 

1 . 8mg 
(33. Omg) 
(86. Omg) 
(33. Omg) 



ft 

[0021]HSl6fl2 

«^JIW"h 'J ?L3S. 10 



1 3. Omg 

«K l^fflg5 0tn:-3 0#fgsaiU:. ttttU&tt 

?A£jD;t8£&. o-* y -sOT&taT 1 0 1 
3 5mg<D$gpj (»g) fcSBSW:. 

20. Omg 
1 5. Omg 
9 1 . 2mg 
7. 5mg 
0. 3mg 
0. 5mg 
0. 5mg 



ft 

[0022] f#*>ix*:$SPJ tZTsm&W-T 
1. 2<±>»W3-^- (7D^bMI!) £fflv\ 



13 5. Omg 

*s«ag7 oxx #^SS4 ox:. >S>®Wtl 1 5 r p m 
y^SriSL^. jgjgn-x-f yftetmrn. 

135. Omg 



fits* 



o 

(23 



1 . 2mg 
0. 3mg 
lmg 
Omg) 



ft 



1 . 6mg 

3. lmg 
1. Omg 
0. lmg 
(56. Omg) 



ft 4. lmg 
— r-f 5^ 

bHD^r^rob°;^f-;H:;Wo-X7^U— h 2. 9mg 

•fe^y-;P 0. lmg 

5)V9 0. 2mg 

X^y-;P (3 5. Omg) 

ftg* (10. Omg) 



ft 



3. 2mg 



a u I 

[0023]H®M1 



144. Omg 

* 50 * ##m i k ^micm^Th h%m\ 2 ti# £>*i*:is?g 



(7) 



^^5-2 55088 



1 1 



1 2 



e^ntco^T . mm&a zvmtzg&im'Vc * i o o 2 a j 



mi] 



[0025] 





* 










mmi 


HJSAI2 


fig (inn) 




143. 0 
7. 13 
3. 23 
13. 0 


144. 0 
7. 13 
3. 24 
14. 0 


Mh« (Bm2) 




4. 7# 


5. 8# 


mm (SfS2?s. *vm&. loon*) 

10» 89. 3% 
20# 100. 4% 


96% 
100. 3% 


WliStt (1151*8. '1KA«. 


1 0 0 r pm) 
99. 8% 


99. 9% 




^2 


* [f|2] 








9mW2 


mm- — 




#fi(Z) 








99.7 


afe 99.7 


4 or, \*rn 

4 OX:. 2^fl 




99.3 
100.0 


6fe 99.6 
fife 99.5 


6 or. 230 
6 or. l^fl 




99.3 
99.5 


fife 99.5 
fife 99.2 


4 Or. 75XRH . 2 SIS 
4 Or. 75XRH . 1 $rj| 


fife 


99.3 
99.3 


fife 99.5 
fife 99.3 



[OO261HH&092 

##t* 1 axx/mmm 2 vn t>tiz** rw-wm 

Wmz-o^X. 2 5r. 8 5%*jJ:tf4 0r. 8 2%R 

h (ffl*rss) <Qm-T?*ti?ti2m.mmfLt:®(D 

B*&m-m2Wi (pH»6. 8) fcfcttl>i8it!*£ffl 
SlLfc. -eote*^@l~04tcSrT. HI. I3K 
HJte*>£J:3fc. ##WlOi§}^fi2 5r. 8 5% 

(01 ) fc«ttf4or. 8 2%rh (03)«srr. * 

SIS 



*gu^fttt^t#*£>*iJt. 02. 04«>£> 

w^jWridfc, m&m2<r>mm&i2 5'c. 85% 

(02) fciV40r. 82%RH (04) <D2SIia& 
[0027]##fl|2 



(8) ^^5-255088 

13 14 

yyV^yY—fV 2 0. Orng 

*Kfll^*S/^A 10. Orng 

?L$S 73. 5mg 

^^^^PX^-^Mj^A 5. Orng 

y^U^mthV^M, 0. 2mg 

bKo^S/Tob/Hr;Po--X 0. 8mg 

Xf7U>K7/*i/W 0. 5m g 

If 110. Orng 

bKn^r^rntf^^Wr^n-X 1. Orng 

MtFn?;Wh 0. 2mg 

?)V9 0. lmg 

(20. Orng) 

It 1. 3mg 

hKoJry7ot/Mf;^P^ 2. 6mg 

m&?> 0. 8mg 

^yl/? 0 . lmg 

(45. Orng) 

It 3. 5mg 

tYu*z/?u\Z)VX^)V*:)Vu~-X7?\s-V 2. 5mg 

-fe^y-yl/ 0. lmg 

?)V9 0. lmg 

3~9J-)V (30. Orng) 

f&8* ( 8. 5mg) 

It 2. 7mg 

It 117. 5mg 

[0028] mm 3 * $ I tWth ) OBI«l£?:## 

TSfi^^S2- C (3, 5-S^^-4->h ^l^^fffi^tTSi^ri). 
^r^-2-eU^) ^PX/loM^/lO -lH-<* 

ft^fel 20. Orng 

tHSHLv^S^A 2 0. Orng 

HJS 31. Orng 

ffig&gb Ku^y/n^^o^ 8. Orng 

t Fo^r^7"ntr;Hr^o-X 0. 7mg 

X^yy^ni/W 0. 3m g 



H- 80. Orng 

bFP^r^7*ntr;M^Hr^o— ^ 0. 8m g 

MtFoWh 0. 15mg 

9iW 0. 0 5mg 

S»* (20. Orng) 



(9) 
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1 6 



If 1. Omg 

t Ko^f^rntr^f-y^PP-x 2. 4mg 

0. lmg 
(45. Omg) 

U- 2. 5mg 

bKn^r>'Totr;M^^^o-X7^l/-h 2. Omg 

-ir^y-;l/ 0. 8mg 

$)l>9 0. 7mg 

X?/-/P (3 0. Omg) 

fflR* ( 8. 5mg) 

If 3. 5mg 

ft 87. Omg 
[0029]^^Jl(-ft^T2-C C4- (3-^h * [ 0 0 3 0 ] K3fe#I3 

2 ) ^fflv^mst>[sl^S5tt-4. * 

?yW7V-)V 2 0. Omg 

TKSftT^^^A MBNc^hU^Att^ 10. Omg 

?L$g 73. 5mg 

ti)VX*i/*+)VX?-^W?J± 5. Omg 

y^Vft^thV^^ 0. 2mg 

hFn^Tutr;Hr;Pn-X 0. 8m g 

WJyiV^y^A 0. 5mg 



110. Omg 

tHD^fy7neyMf;^o-x 1. Omg 

im^T)v^^^ - m^m^v^^^m^ o. 2mg 

?/l/y* 0. lmg 

fSSbk , (20. Omg) 

ft 1. 3mg 

hFD^y7oe;Mf;H:;|/a-X 2. 6mg 

mikj-*> o. 8m g 

0. lmg 

SS* (45. Omg) 

3. 5mg 

hHP^^7"utr;M^-fe^o-X7^l/-h 2. 5mg 

-fe^y— )V 0. lmg 

0. lmg 



(10) 



17 



18 

(30. Omg) 
( 8. 5mg) 



2 55088 



2. 7mg 



£ If 

[00311HSSW14 

T12iJM*^&&2- C (3. 



117. 5mg 



20. Omg 
20. Omg 
3 1 . Omg 
8. Omg 



0. 
0. 



7mg 
3mg 



80. Omg 

0. 8mg 
0. 1 5mg 
0. 05mg 
(20. Omg) 



If 



1. Omg 

2. 4mg 
0. lmg 

(45. Omg) 



H* 2. 5mg 

bHD^^rotf^^-b^o-X^^lx-h 2. Omg 

•fe^y— )V 0. 8mg 

0. 7mg 

X?/-/l/ (3 0. Omg) 

, ( ,8. 5mg) 



3. 5mg 



[0 0 3 2Hfc#|*ll£fU-C2- C C4- 
[OO33]|H*0I13 

##W2. H^0l|3T^^S7yVr7r-;K7)ffi^ 



87. Omg 

Steffi vv^<o£gffl£fcv%Ti&jiF£ft#££tt 
20. Omg 



(11) 

19 



20 
10. Omg 
95. 7mg 

7. 5mg 

0. 3mg 

1 . Omg 
0. 5m g 



2 55088 



13 5. Omg 

h Kn^fv7*Dtf;Mf-;Hr;Po-x 1. 2m g 

^kr^S-^A-^KS^hy^A^^ 0. 3mg 

0. lmg 

«S* (23. Omg) 



[0035] *8Kb7Vl^-«>A • h 
5 Ot:. 7 5%RH. l)liai^li4 0X:. 7 



1 . 6mg 

3. lmg 
1 . Omg 
0. lmg 
(56. Omg) 



If 4. 2mg 

bHQ#^7^3t;^^Hr;ka-X7^^-h 2. 9mg 

■t?S—fl> 0. lmg 

0. 2mg 

(3 5. Omg) 

fjtg* (10. Omg) 



3. 2mg 



144. Omg 
*5%RH. 2iira»#t^ B*»§#fc:*tT* IS 

[0036] 
[313] 



mmmm (#) 



50^.755301, 

i mi 



40-C.75%RH, 
2 



m^mi-h'J^A 4.0 3.5 3.9 



21 



(12) 



^§[§¥5-255088 

22 



*mt-?y*=<>*7J± 3.0 29.0 7.5 

mc??*^^ 25.0 30fcLL 30tLh 

J* 20.0 22.0 30 tUi 



[ o o 3 7 ] rt&fcr/i'S • m^mi- h y 

•J yKH-h h 'J A ( NasKk • 12lfc0) 



[0038]Hte^I6 

ftl. 0mm) TfittU:*. (Jfcb* 

>trr«»MK5 0X: , C»3 0iHanBftU ttfcJflWCl 
4 ~2 4 ^ -y 5/ a.C0^«S^#7t . 



5. 
5. 
0. 
4. 
4. 
0. 
56. 



Omg 
Omg 
5mg 
Omg 
Omg 
5mg 
Omg 



If 

[0039] ft^ixftmm\zTmm^~^ < v? 
1. 2jicE»is^iaaffi (*jiiks?) •t>-cia«a*7 5* 



75. Omg 

^"C, 1MME4 5t:TfrV\ IB3-f< v*t*|g£(fl 
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* NOTICES * 

JPO and NCIPI are not responsible for any 
damages caused by the use of this translation. 

l.This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2 **** s h ows the word which can not be translated. 
3. In the drawings, any words are not translated. 



DETAILED DESCRIPTION 



[Detailed Description of the Invention] 
[0001] 

[Industrial Application] This invention relates to the antiulcer drug content pharmaceutical preparation 

with which stability and elution nature have been improved. 

[0002] 

[Description of the Prior Art] 2-[(2-pyridyl) methyl sulfinyl] benzimidazole system compound (a 
benzimidazole system compound may only be called hereafter) which has H+-K+ATPase inhibitory 
action is useful as an antiulcer drug which controls gastric-acid secretion powerfully. Since it is 
powerful and continuous, the operation is the histamines H2, such as cimetidine. It is observed as an 
antiulcer drug of the next generation which changes to an acceptor antagonist. Especially the gastric- 
acid secretion depressant action of the benzimidazole system compound indicated by JP,54-141783,A, 
JP,61-50978,A, JP,1-6270,A, etc. is powerful, and the usefulness on clinical is checked. 
[0003] However, the stability of these benzimidazole system compound is bad, unstable, and from 
acidity, in the water solution of a neutral region, it decomposes promptly and it is colored remarkably. 
[ as opposed to / at a solid state / temperature, humidity, and light ] Moreover, in pharmaceutical 
preparation, such as a tablet, a fine grain agent, a granule, a capsule, and powder, it is influenced by the 
other components under pharmaceutical preparation formula, and becomes unstable, and a dailyc 
content fall and a tinctorial change arise. Furthermore, in performing coating to a tablet and a granule 
among these pharmaceutical preparation, combination nature with enteric bases (cellulose acetate 
phthalate, hydroxypropylmethylcellulose phthalate, hydroxymethyl cellulose acetate succinate, 
methacrylic acid, an acrylic-acid copolymerization object, etc.) is also bad, and it produces a content fall 
and coloring. Thus, although combination of other components and coating of an enteric coated 
medicine were required in order to have manufactured the pharmaceutical preparation for taking orally 
of a benzimidazole system compound, for the ****** reason, pharmaceutical-preparation-izing was 
difficult for stability in the bad influence as mentioned above. Therefore, in pharmaceutical-preparation- 
izing these compounds in an internal use gestalt, it is necessary to stabilize these appropriately. 
[0004] In order to obtain the stable pharmaceutical preparation of the benzimidazole system compound 
which has an antiulcer action until now, the method of contacting the basic mineral salt (heavy 
magnesium carbonate, a magnesium oxide, a precipitated calcium carbonate, calcium hydroxide, etc.) of 
magnesium and/or calcium to a benzimidazole system compound as a stabilizing agent at homogeneity 
is learned (JP,3-38247,B). According to JP,3-38247,B, the appearance of the pharmaceutical preparation 
under preservation and change of a content (survival rate) are measured, there is also no appearance 
change, and it is reported that the content was also stable. However, when this invention persons 
manufactured the enteric coated tablet of omeprazole according to the approach of a publication in the 
official report and performed the soundness test, under the effect of an enteric coating agent, coloring 
and a content fall were remarkable and it checked that pharmaceutical preparation stable enough was not 
obtained. Moreover, although the constituent which contains 5% of the weight or more of an alkali (the 
hydroxide of alkali metal, alkaline earth metal, or the metal chosen from the group which consists of 
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aluminum, or salt with inorganic weak acid) to a benzimidazole derivative is indicated by JP,62- 
283964,A and the result (the amount of survival) of preservation stability is reported, when an enteric 
coating agent is covered to this, it is clear like the above that a stable enteric coated preparation is not 
obtained. 

[0005] On the other hand, as new pharmaceutical preparation which solved these troubles, by JP,62- 
258320,A ** In the oral physic pharmaceutical preparation which consists of a middle enveloping layer 
which consists of one or more layers on it, and three layers of ** enteric coat the nucleus part containing 
an active ingredient, and ** — Into a nucleus part, an alkali compound (a magnesium oxide, magnesium 
hydroxide, etc.), To a middle enveloping layer, and a pH buffer nature alkali compound [magnesium 
oxide, the enteric new physic pharmaceutical preparation for oral administration which makes it come to 
contain magnesium-hydroxide or nature of composite (aluminum203, 6 MgO-C02 and 12H20, or 
MgO and aluminum203, 2Si02 and nH20, and n less than two - for it to be nonintegral)] is 
indicated. The description is for this pharmaceutical preparation to make a nucleus part contain an alkali 
compound, and have the middle enveloping layer which contains pH buffer nature alkali compound 
between a nucleus part and an enteric coat further. These people choose a magnesium hydroxide as best 
alkali compound out of this, choose synthetic hydrotalcite as an interlayer's pH buffer nature alkali 
compound, and are manufacturing and selling stable omeprazole pharmaceutical preparation. However, 
in this tablet, film- forming [ that ] was bad in the manufacture process of the 1st middle enveloping 
layer and the 2nd middle enveloping layer, exfoliation arose partially, and the coat suffered a loss with 
the impact under manufacture for brittleness, and that the imperfect thing of the middle enveloping layer 
concerned is intermingled arose. Consequently, the enteric coat contacted the core tablet directly and the 
problem that the defect lock which browned partially mixed arose. Furthermore, when this 
pharmaceutical preparation was saved under high-humidity/temperature, it also had the trouble of 
causing collapse delay of a tablet and elution aggravation, therefore — although it is the pharmaceutical 
preparation with which stability was improved in this way — the inside of the production process — if — 
the present condition is that are easy to come out of a defective, and strict water vaporproofing 
packaging is performed in a circulation process, and it is not economically desirable. Desire of the 
development of the pharmaceutical preparation which has the property which could perform the coating 
process at the time of manufacture smoothly, and was excellent also in the point of moisture resistance 
and elution nature as well as good preservation stability from the above point is carried out. 
[0006] 

[Means for Solving the Problem] When this invention persons inquired wholeheartedly in view of such a 
situation using various matter for the purpose of developing the more useful pharmaceutical preparation 
of an unstable benzimidazole system compound in the acid which has an antiulcer action, they came to 
complete a header and this invention for the ability of the above-mentioned technical problem to be 
solved as a stabilizing agent by blending a buffer for an aluminum hydroxide and a sodium- 
hydrogencarbonate coprecipitate further at it. 

[0007] Namely, this invention covers a 1 - two-layer undershirt coating layer into the nucleus part which 
contains unstable 2-[(2-pyridyl) methyl sulfinyl] benzimidazole system compound in the acid which has 
(1) antiulcer action. Furthermore, it sets to the enteric coated preparations which come to cover enteric 
coating on it. The enteric coated preparations with which the stability and elution nature which are 
characterized by combining an aluminum hydroxide and a sodium-hydrogencarbonate coprecipitate with 
a nucleus part and/or an undershirt coating layer have been improved, And a 1 - two-layer undershirt 
coating layer is covered into the nucleus part which contains unstable 2-[(2-pyridyl) methyl sulfinyl] 
benzimidazole system compound in the acid which has (2) antiulcer actions. Furthermore, it is related 
with the enteric coated preparations characterized by making a nucleus part and/or an undershirt coating 
layer blend an aluminum hydroxide, a sodium-hydrogencarbonate coprecipitate, and a buffer as a 
stabilizing agent in the enteric coated preparations which come to cover enteric coating on it. 
[0008] In this invention, 2-[(2-pyridyl) methyl sulfinyl] benzimidazole system compound unstable in the 
acid which has an antiulcer action the compound specifically indicated by said each open official report 
etc. - it is - for example, omeprazole (5-methoxy-2-[[(4-methoxy -3, 5-dimethyl-2-pyridyl) methyl] 
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sulfmyl]-lH-benzimidazole) lansoprazole (2-[[[3-methyl-4-(2, 2, and 2-trifluoroethoxy)-2-pyridyl] 
methyl] sulfinyl]-lH-benzimidazole) 2-[[4-(3-methoxy propoxy)-3-methyl-2-pyridyl] methyl sulfinyl]- 
lH-benzimidazole 2-[(3, 5-dimethyl-4-methoxy-2-pyridyl) methyl sulfinyl]-lH-benzimidazole 6- 
methyl-2-[(3-methyl-2-pyridyl) methyl sulfinyl]-lH-benzimidazole-5-carboxylic-acid methyl, 5 -methyl- 
2-[(3, 5-dimethyl-2-pyridyl) methyl sulfinyl]-lH-benzimidazole 2-[(4-methoxy-2-pyridyl) methyl 
sulfinyl]-5-trifluoromethyl-lH-benzimidazole 2-[(4-methoxy-3-methyl-2-pyridyl) methyl sulfinyl]-5- 
trifluoromethyl-lH-benzimidazole 2-[(5-ethyl-4-phenoxy-2-pyridyl) methyl sulfinyl]-5-methoxy-lH- 
benzimidazole 5 - Methoxy-2-[(4-phenoxy-2-pyridyl) methyl sulfinyl]-lH-bends IMIDA SOL, 2-[(3- 
methy l-4-(2 -(N -benzy 1-N-methy lamino) ethoxy)-2-pyridyl) methyl sulfinyl]-lH-benzimidazole 2- [ — () 
[ 3 -me thy 1-4- ] the (2-morpholino ethoxy)-2-pyridyl methyl sulfinyl]-lH-benzimidazole or 2- [ (3- 
methyl-4- (2- (1 --))) 2, 3, the 4-tetrahydroisoquinoline-2-IRU ethoxy-2-pyridyl methyl sulfinyl]-lH- 
benzimidazole, etc. are raised, and a nucleus part is made to contain preferably l-50mg 5-30mg for said 
compound as an active principle. 

[0009] To the benzimidazole system compound 1 weight section, the loadings of the aluminum 
hydroxide and sodium-hydrogencarbonate coprecipitate in a nucleus part are not limited to this, 
although 0.1-20 weight section is the desirable range. The above-mentioned stabilizing agent can be 
added with lubricant, such as surfactants, such as disintegrator, such as binders, such as excipients, such 
as the additive currently used widely on medicine manufacture, for example, a lactose, mannite, com 
starch, and crystalline cellulose, and hydroxypropylcellulose, hydroxypropylcellulose, carboxy-methyl- 
starch sodium (trade name: an EKUSU pro tab, Kimura industry), and carboxymethyl-cellulose calcium, 
sodium lauryl sulfate, and TSUIN 80 (trade name), magnesium stearate, and talc, etc. As disintegrator, 
carboxy-methyl-starch sodium is desirable. 

[0010] Since the aluminum hydroxide and sodium-hydrogencarbonate coprecipitate which is the 
stabilizing agent of this invention are very poorly soluble at water, the stability can be raised by using a 
water-soluble buffer together in response to the effect of the acidity or alkalinity (pH) of pharmaceutical 
manufacturing raw materials, such as a benzimidazole system compound or various excipients, a 
thickening agent, and lubricant, at the time of wet agglomeration, when stabilization of a benzimidazole 
system compound is inadequate. As a buffer, the sodium tartrate, sodium acetate, a sodium 
hydrogencarbonate, a sodium carbonate, sodium polyphosphate, potassium polyphosphate, the 
potassium phosphate, a sodium pyrophosphate, a potassium pyrophosphate, disodium 
hydrogenphosphate, phosphoric-acid 3 sodium, or phosphoric-acid 3 potassium is mentioned. Moreover, 
to the benzimidazole system compound 1 weight section, although the loadings are range where a buffer 
0.01 - 2 weight sections are desirable, they are not limited to this. 

[001 1] Although the nucleus part of the pharmaceutical preparation by this invention is obtained a 
benzimidazole system compound, the aluminum hydroxide and sodium-hydrogencarbonate coprecipitate 
which are a stabilizing agent or said compound, a buffer, and by adding the above-mentioned additive as 
occasion demands further, and mixing with homogeneity, the mixing approach may mix with an 
additive beforehand what mixed with the stabilizing agent at the benzimidazole system compound, for 
example, and may add a stabilizing agent to what mixed with the additive with the benzimidazole 
system compound. Obtained mixture is made into a particulate matter by wet granulation, subsequently 
it tablets, and the basic tablet for tablets is obtained. Or after carrying out wet kneading of the mixture, it 
can corn using an extrusion granulating machine, and subsequently it can consider as the nucleus 
granulation for granules with the Malmo riser (product made from Fuji PAUDARU). 
[0012] Thus, a 1 - two-layer undershirt coating layer can be covered on the obtained nucleus part (a 
basic tablet, nucleus granulation), and an aluminum hydroxide and a sodium-hydrogencarbonate 
coprecipitate or said compound, and a buffer can be combined as a stabilizing agent into an undershirt 
coating layer. As an agent for undershirt coatings, sugar, such as a polymer, a water-soluble polymer in 
which approve on the medicine manufacture preferably chosen from the hydroxypropyl methylcellulose, 
hydroxypropylcellulose, a polyvinyl pyrrolidone, gelatin, etc., and it deals or white soft sugar, mannite, 
and a lactose, is used, and, otherwise, additives, such as talc, titanium oxide, and light anhydrous silicic 
acid, can be added. As for an undershirt coating layer, consisting of two-layer is desirable, and it is more 
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desirable that the undershirt coating layer of the side near a nucleus part consists of additives, such as an 
aluminum hydroxide and a sodium-hydrogencarbonate coprecipitate, a polymer or sugar, and talc, and 
the undershirt coating layer of the side near an enteric coat consists of additives, such as talc, a polymer 
or sugar, and if needed. To the nucleus partial 100 weight section, although the loadings of the 
stabilizing agent in an undershirt coating layer are range where 0.01-10 weight section is desirable, 
they are not limited to this. 

[0013] Thus, it can consider as enteric coated preparations by covering enteric coating in the obtained 
pharmaceutical preparation middle article. As enteric coating, cellulose acetate phthalate, 
hydroxypropylmethylcellulose phthalate, hydroxymethyl cellulose acetate succinate, methacrylic acid, 
an acrylic-acid copolymerization object (trade name: OIDORAGITTO), etc. are used, and a plasticizer, 
a lustering agent, etc. can be added. 

[0014] As mentioned above, in the pharmaceutical preparation which consists of three layers, a nucleus 
part, an undershirt coating layer, and an enteric coating layer, even if it is important for a nucleus part 
and/or an undershirt coating layer to combine the aluminum hydroxide and sodium-hydrogencarbonate 
coprecipitate which is antacid and it lacks which requirements for a configuration, the target 
pharmaceutical preparation is not obtained. That is, even if a hydrophilic property increases, and the 
collapsibility of a nucleus part increases, consequently it saves under an elevated temperature and the 
severe conditions under humidification for a long period of time by making a nucleus part contain 
porous aluminum hydroxide and sodium-hydrogencarbonate coprecipitate, aggravation of elution nature 
is not produced. If the magnesium hydroxide blended with the nucleus part is added in the undershirt 
coating layer of the pharmaceutical preparation of JP,62-258320,A, it will have a bad influence on an 
enteric coated medicine coating layer. In order to avoid it, synthetic hydrotalcite is used for the 
undershirt coating layer in the best pharmaceutical preparation of the invention. On the other hand, in 
the invention in this application, the aluminum hydroxide and sodium-hydrogencarbonate coprecipitate 
blended with the nucleus part are added in an undershirt coating layer. If it does so, the plasticity of the 
film by the agents for undershirt coatings (hydroxypropyl methylcellulose etc.) is good as compared 
with the case where other pH buffer nature alkali compounds, such as synthetic hydrotalcite, are added. 
When slipping in the manufacture process of undershirt coating becomes good and an impact decreases, 
deficit generating of the film is controlled, consequently a poor browning lock stops moreover, arising 
by adding this aluminum hydroxide, sodium-hydrogencarbonate coprecipitate, and talc. In addition, 
since an aluminum hydroxide and a sodium-hydrogencarbonate coprecipitate have strong counteraction 
to an acid, it makes it possible to suppress completely the effect of an enteric coating agent to a nucleus 
part. 

[0015] The enteric tablet and granule which are the dosage forms which fitted internal use as mentioned 
above can be obtained, and a capsule can be filled up with a granule, and it can consider as a capsule. 
Thus, the obtained pharmaceutical preparation has the following descriptions. 

(1) even if saved under a severe condition for a long period of time — an exterior -- aggravation is not 
seen at all but there is also almost no fall of a benzimidazole system compound content. 

(2) Collapsibility is good for the bottom of elevated-temperature humidification, and aggravation of 
elution nature does not take place. 

(3) Excel in film- forming [ of an undershirt coating layer ]. Therefore, the defective in a production 
process decreases and it leads to cost reduction. 

(4) A package of a product is mitigable. Moreover, the stability after opening in a chemist's shop etc. can 
be guaranteed now for a long time. 

[0016] The pharmaceutical preparation of this invention has the outstanding gastric-acid secretion 
depressant action and the outstanding antiulcer action, and can use them for the therapy of the digestive 
organ ulcer of mammalian including Homo sapiens etc. 
[0017] 

[Example] Although the example of reference, an example, and the example of an experiment are raised 
to below and this invention is explained to it in more detail, this invention is not limited to these. 
[0018] The magnesium hydroxide was manufactured as follows according to the approach given [ the 
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enteric coated tablet using synthetic hydrotalcite as a stabilizing agent in an undershirt coating layer ] in 
JP,62-258320,A, as a stabilizing agent in example of reference 1 basic tablet. The tablet which contains 
a magnesium hydroxide as omeprazole 20mg and an alkali compound per 135mg of tablets was 
manufactured with the rotary system tableting machine. Thus, the second layer undershirt coating was 
performed with the undershirt coating liquid which consists only of hydroxypropyl methylcellulose first 
pass undershirt coating and on it with the undershirt coating liquid which consists of hydroxypropyl 
methylcellulose which contains the obtained tablet (basic tablet) 0.3mg of synthetic hydrotalcite, the 
enteric coating liquid which subsequently consists of hydroxypropylmethylcellulose phthalate 
performed enteric coating, and the enteric-coated-tablets agent was obtained. 
[0019] After adding and kneading the purified water of optimum dose after taking the example 1 
following constituent to a kneading machine and mixing for about 20 minutes, and corning with an 
extrusion granulating machine (1.0mm of diameters of a screen), spherical granulation is obtained with 
the Malmo riser (product made from Fuji PAUDARU). This granulation was dried for 30 minutes by 50 
degrees C of charge air temperatures by the fluidized-drying in a plane, and the nucleus granulation of 
14-24 meshes was obtained using the screen. 

Omeprazole 5.0mg An aluminum hy^OTide, and a sodium^ydrogencarbonate coprecipitate 5. Omg 
Crystalline cellulose 4.0mg Hydroxypropylcellulose 4.0mg Hydroxypropylcellulose 0.5mg Mannite 

56.5mg meter 75.0mg [0020] Coating of the following presentation was 

performed to the obtained nucleus granulation, and enteric granulation was obtained. Performing 
undershirt coatings 1 and 2 in the flow spray drier (made in Okawara) with the charge air temperature of 
75 degrees C, and the exhaust-gas temperature of 45 degrees C, enteric coating performed coating with 
the charge air temperature of 65 degrees C, and the exhaust-gas temperature of 40 degrees C. 
Nucleus granulation 75.5mg Undershirt coating 1 Hydroxypropyl methylcellulose 3.5mg An aluminum 
hydroxide and a sodium-hydrogencarbonate coprecipitate 1.5mg Talc 0.5mg Purified water (64.5mg) 

The total 5.5mg Undershirt coating 2 Hydroxypropyl methylcellulose 

3.5mg Titanium oxide 2.5mg Talc 0.5mg Purified water (64.5mg) 

The total 6.5mg Enteric coating Hydroxypropylmethylcellulose phthalate 

10.7mg Cetanol 0.5mg Talc 1.8mg Methylene chloride (33.0mg) 
Ethanol (86.0mg) 
Purified water (33.0mg) 

Total 13.0mg [0021] After having mixed omeprazole, an aluminum 

hydroxide and a sodium-hydrogencarbonate coprecipitate, a lactose, carboxy-methyl-starch sodium, 
sodium lauryl sulfate, and the hydroxypropyl methylcellulose to homogeneity among the example 2 
following presentations, adding the purified water of optimum dose to it and performing kneading, it 
dried for 30 minutes at a fluidized-drying in a plane and 50 degrees C of charge air temperatures. The 
particle size regulation of the dry end of granulation was carried out by the screen of 24 meshes, 
magnesium stearate was added, and the 135mg [ per one lock ] tablet (basic tablet) was manufactured 
with the rotary system tableting machine after mixing. 

Omeprazole 20.0mg An aluminum hydroxide and a sodium-hydrogencarbonate coprecipitate 15.0mg 
Lactose 91.2mg Carboxy-methyl-starch sodium 7.5mg Sodium lauryl sulfate 0.3mg Hydroxypropyl 

methylcellulose 0.5mg Magnesium stearate 0.5mg Total 135. Omg [0022] 

Coating of the following presentation was performed to the obtained tablet (basic tablet), and the enteric 
coated tablets was obtained. The undershirt coatings 1 and 2 performed coating using the high coating 
machine (Freund Industrial make) by the charge air temperature of 70 degrees C, the exhaust-gas 
temperature of 40 degrees C, and pan engine-speed 15rpm. Enteric coating performed coating with the 
charge air temperature of 55 degrees C, and the exhaust-gas temperature of 37 degrees C. 
A basic tablet 135.0mg Undershirt coating 1 Hydroxypropyl methylcellulose 1.2mg An aluminum 
hydroxide and a sodium-hydrogencarbonate coprecipitate 0.3mg Talc 0.1 mg Purified water (23. Omg) 

The total 1 .6mg Undershirt coating 2 Hydroxypropyl methylcellulose 

3.1mg Titanium oxide l.Omg Talc O.lmg Purified water (56.0mg) 

The total 4.1mg Enteric coating Hydroxypropylmethylcellulose phthalate 
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2.9mg Cetanol O.lmg Talc 0.2mg Ethanol (35.0mg) 
Purified water (lO.Omg) 

Total 3.2mg ** Total 144.0mg [0023] About 

the enteric tablet obtained in the example 1 of example of experiment 1 reference, and the example 2 
which is the formula of this invention, when a pharmaceutical preparation property and preservation 
stability were investigated, as shown in Table 1 and Table 2, the difference was not seen by both. 
[0024] 
[Table 1] 

Table 1 Pharmaceutical preparation property The example 1 of reference 

An example 2 Weight (mg) 143.0 144.0 diameters (mm) 7.13 7.13 

thickness (mm) 3.23 3.24 degrees of hardness (kp) 13.0 14.0 Collapse (JP 

12) The 1st liquid (resistance of 2 hours after) Adaptation Adaptation The 2nd liquid 4.7 minutes 5.8 

minutes Elution (the 2nd liquid, a paddle method, lOOrpm) 10-minute 

89.3% 96% 20 minutes 100.4% 1 -proof [ 100.3% ] acidity or alkalinity 

(the 1st liquid, a paddle method, lOOrpm) 

Chief remedy survival rate of 2 hours after 99.8% 99.9% [0025] 

[Table 2] 

Table 2 Stability The example 1 of reference Example 2 Preservation 

conditions Appearance Content (%) appearance Content (%) 

The initial white of 99.7 White 99.7 40 degrees C, one-month 

white 99.3 White 99.6 40 degrees C, two months White 100.0 White 99.5 

60 degrees C, two weeks White 99.3 White 99.5 60 degree C, one month White 99.5 White 99.2 

40 degrees C, 75%RH, two-week white 99.3 white 99.5 40 degrees C, 75%RH, 

one month White 99.3 White 99.3 [0026] About the enteric coated tablets 

of the omeprazole obtained in the example 1 of example of experiment 2 reference, and the example 2, 
the rate of elution in the 2nd liquid (pH 6.8 [ about ]) of a Japanese pharmacopoeia after saving for two 
weeks, respectively under the conditions of 25 degrees C, 85% and 40 degrees C, and 82%RH (relative 
humidity) was measured. The result is shown in drawing 1 - drawing 4 . Aggravation of elution nature 
with the enteric coated tablets of the example 1 of reference remarkable under 25 degrees C, 85% 
( drawing 1 ) and 40 degrees C, and 82%RH ( drawing 3 ) preservation was seen so that clearly from 
drawing 1 and drawing 3 . On the other hand, in the enteric coated tablets of an example 2, aggravation 
of elution nature was not accepted under two-week preservation of 25 degrees C, 85% ( drawing 2 ) and 
40 degrees C, and 82%RH ( drawing 4 ) so that clearly from drawing 2 and drawing 4 . 
[0027] The enteric coated tablets of the lansoprazole which consists of the example of reference 2 
following presentation is manufactured according to the approach of the example 1 of reference. 
Basic tablet Lansoprazole 20.0mg Magnesium hydroxide lO.Omg Lactose 73.5mg Carboxy-methyl- 
starch sodium 5.0mg Sodium lauryl sulfate 0.2mg Hydroxypropylcellulose 0.8mg Magnesium stearate 

0.5mg The total 1 lO.Omg Undershirt coating 1 Hydroxypropyl 

methylcellulose l.Omg Synthetic hydrotalcite 0.2mg Talc O.lmg Purified water (20.0mg) 

The total 1.3mg Undershirt coating 2 Hydroxypropyl methylcellulose 

2.6mg Titanium oxide 0.8mg Talc O.lmg Purified water (45.0mg) 

The total 3.5mg Enteric coating Hydroxypropylmethylcellulose phthalate 

2.5mg Cetanol 0. lmg Talc 0. lmg Ethanol (30.0mg) 
Purified water ( 8.5mg) 

Total 2.7mg ** Total 1 17.5mg [0028] The 

enteric coated tablets of the 2-[(3, 5-dimethyl-4-methoxy-2-pyridyl) methyl sulfinyl]-lH-benzimidazole 
(a compound 1 is called) which consists of the example of reference 3 following presentation is 
manufactured according to the approach of the example 1 of reference. 
Basic tablet Compound 1 20.0mg Magnesium hydroxide 20.0mg Lactose 3 l.Omg 

Hydroxypropylcellulose 8.0mg Hydroxypropylcellulose 0.7mg Magnesium stearate 0.3mg 

The total 80.0mg Undershirt coating 1 Hydroxypropyl methylcellulose 0.8mg Synthetic 
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hydrotalcite 0.1 5mg Talc 0.05mg Purified water (20.0mg) 

The total l.Omg Undershirt coating 2 Hydroxypropyl methylcellulose 

2.4mg Talc O.lmg Purified water (45.0mg) 

The total 2.5mg Enteric coating Hydroxypropylmethylcellulose phthalate 

2.0mg Cetanol 0.8mg Talc 0.7mg Ethanol (30.0mg) 
Purified water ( 8.5mg) 

_ Total 3.5mg ** Total 87.0mg [0029] It 

replaces with a compound 1 and the enteric coated tablets using the 2-[[4-(3-methoxy propoxy)-3- 
methyl-2-pyridyl] methyl sulfmyl]-lH-benzimidazole (compound 2) is manufactured similarly. 
[0030] The enteric coated tablets of the lansoprazole which consists of the example 3 following 
presentation is manufactured according to the approach of an example 2. 
Basic tablet Lansoprazole 20.0mg An aluminum hydroxide and a sodium-hydrogencarbonate 
coprecipitate lO.Omg Lactose 73.5mg Carboxy-methyl-starch sodium 5.0mg Sodium lauryl sulfate 

0.2mg Hydroxypropylcellulose 0.8mg Magnesium stearate 0.5mg — The 

total 1 lO.Omg Undershirt coating 1 Hydroxypropyl methylcellulose l.Omg An aluminum hydroxide and 
sodium-hydrogencarbonate coprecipitate 0.2mg Talc O.lmg Purified water (20.0mg) 

The total 1.3mg Undershirt coating 2 Hydroxypropyl methylcellulose 

2.6mg Titanium oxide 0.8mg Talc O.lmg Purified water (45.0mg) 

The total 3.5mg Enteric coating Hydroxypropylmethylcellulose phthalate 

2.5mg Cetanol O.lmg Talc O.lmg Ethanol (30.0mg) 
Purified water ( 8.5mg) 

Total 2.7mg ** Total 1 17.5mg [0031] The 

enteric coated tablets of the 2-[(3, 5-dimethyl-4-methoxy-2-pyridyl) methyl sulfinyl]-lH-benzimidazole 
(compound 1) which consists of the example 4 following presentation is manufactured according to the 
approach of an example 2. 

Basic tablet Compound 1 20.0mg An aluminum hydroxide and a sodium-hydrogencarbonate 
coprecipitate 20.0mg Lactose 3 l.Omg Hydroxypropylcellulose 8.0mg Hydroxypropylcellulose 0.7mg 

Magnesium stearate 0.3mg A meter 80.0mg Undershirt coating 1 

Hydroxypropyl methylcellulose 0.8mg An aluminum hydroxide and sodium-hydrogencarbonate 
coprecipitate 0.1 5mg Talc 0.05mg Purified water (20.0mg) 

_ The total l.Omg Undershirt coating 2 Hydroxypropyl methylcellulose 

2.4mg Talc O.lmg Purified water (45.0mg) 

The total 2.5mg Enteric coating Hydroxypropylmethylcellulose phthalate 

2.0mg Cetanol 0.8mg Talc 0.7mg Ethanol (30.0mg) 
Purified water ( 8.5mg) 

Total 3.5mg- ** Total 87.0mg [0032] It 

replaces with a compound 1 and the enteric coated tablets using the 2-[[4-(3-methoxy propoxy)-3- 
methyl-2-pyridyl] methyl sulfinyl]-lH-benzimidazole (compound 2) is manufactured similarly. 
[0033] About the enteric coated tablets of the compound 1 obtained in the enteric coated tablets of the 
lansoprazole obtained in the example 2 of example of experiment 3 reference, and the example 3 and the 
example 3 of reference, and the example 4, and a compound 2, if the same trial as the example 1 of an 
experiment and the example 2 of an experiment is performed, also in which tablet, the improvement 
effect of good preservation stability and an elution property will be acquired. 
[0034] The basic tablet of the following presentation which used the aluminum hydroxide and the 
sodium-hydrogencarbonate coprecipitate for stabilization of example 5 omeprazole was manufactured 
by wet granulation according to the example 2. 

Basic tablet Omeprazole 20.0mg An aluminum hydroxide and a sodium-hydrogencarbonate 
coprecipitate lO.Omg Lactose 95.7mg Carboxy-methyl-starch sodium 7.5mg Sodium lauryl sulfate 

0.3mg Hydroxypropylcellulose 1 .Omg Magnesium stearate 0.5mg meter 

Coating was performed by the approach which applied the undershirt coating 1, the undershirt coating 2, 
and enteric coating of the following presentation in this basic tablet to the example 2 correspondingly 
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135.0 mg. 

Undershirt coating 1 Hydroxypropyl methylcellulose 1 .2mg An aluminum hydroxide and sodium- 
hydrogencarbonate coprecipitate 0.3mg Talc 0.1 mg Purified water (23.0mg) 

The total 1.6mg Undershirt coating 2 Hydroxypropyl methylcellulose 

3.1mg Titanium oxide l.Omg Talc O.lmg Purified water (56.0mg) 

The total 4.2mg Enteric coating Hydroxypropylmethylcellulose phthalate 

2.9mg Cetanol O.lmg Talc 0.2mg Ethanol (35.0mg) 
Purified water (lO.Omg) 

Total 3.2mg ** Total 144.0mg [0035] On 

the other hand, after using the magnesium hydroxide, the magnesium oxide, or the calcium hydroxide 
instead of the aluminum hydroxide and the sodium-hydrogencarbonate coprecipitate, respectively and 
manufacturing a basic tablet by wet granulation, film coating was performed similarly and the enteric 
coated tablets was obtained. 50 degrees C, 75%RH, one week or 40 degrees C, 75%RH, and after saving 
for two weeks, according to the Japanese pharmacopoeia, the 2nd liquid was used for test fluid for the 
enteric coated tablets obtained as mentioned above, and the decay time of a tablet was measured, 
without using a disk. The result is shown in Table 3. 
[0036] 
[Table 3] 

Table 3 Decay time (minute) 

A stabilizing agent Initial value 50 degrees C, 75%RH 40 degrees C, 75%RH, 1 Week 

2 Week This invention Aluminum-hydroxide - A sodium 

hydrogencarbonate 4.0 3.5 3.9 A coprecipitate Contrast Magnesium 

hydroxide 3.0 29.0 7.5 ** A magnesium oxide More than 25.030 30 It is a ** calcium hydroxide above. 

20.0 22.0 30 Above [0037] As for the enteric coated tablets of this 

invention using an aluminum hydroxide and a sodium-hydrogencarbonate coprecipitate, the bottom of 
the time of preparation (first stage) and elevated-temperature humidification preservation showed good 
collapsibility. On the other hand, the thing using a magnesium hydroxide is remarkable under elevated- 
temperature humidification, and collapsibility got worse. Moreover, the enteric coated tablets using a 
magnesium oxide and a calcium hydroxide had a preparation point in time to bad collapsibility. 
[0038] After adding and kneading the purified water of optimum dose after taking the example 6 
following constituent to a kneading machine and mixing for about 20 minutes, and corning with an 
extrusion granulating machine (1.0mm of diameters of a screen), spherical granulation is obtained with 
the Malmo riser (product made from Fuji PAUDARU). This granulation was dried for about 30 minutes 
by 50 degrees C of charge air temperatures by the fluidized-drying in a plane, and the nucleus 
granulation of 14-24 meshes was obtained using the screen. 

Omeprazole 5.0mg An aluminum hydroxide and a sodium-hydrogencarbonate coprecipitate 5.0mg 
Phosphoric-acid 3 sodium (Na3P04.12H20) 0.5mg Crystalline cellulose 4.0mg Hydroxypropylcellulose 

4.0mg Hydroxypropylcellulose 0.5mg Mannite 56.0mg meter 75.0mg 

[0039] Coating of the following presentation was performed to the obtained nucleus granulation, and 
enteric granulation was obtained. Performing undershirt coatings 1 and 2 in the flow spray drier (made 
in Okawara) with the charge air temperature of 75 degrees C, and the exhaust-gas temperature of 45 
degrees C, enteric coating performed coating with the charge air temperature of 65 degrees C, and the 
exhaust-gas temperature of 40 degrees C. 

Nucleus granulation 75.0mg Undershirt coating 1 Hydroxypropyl methylcellulose 3.5mg An aluminum 
hydroxide and a sodium-hydrogencarbonate coprecipitate 1.5mg Talc 0.5mg Purified water (64.5mg) 

The total 5.5mg Undershirt coating 2 Hydroxypropyl methylcellulose 

3.5mg Titanium oxide 2.5mg Talc 0.5mg Purified water (64.5mg) 

The total 6.5mg Enteric coating Hydroxypropylmethylcellulose phthalate 

1 0.7mg Cetanol 0.5mg Talc 1 .8mg Methylene chloride (33.0mg) 
Ethanol (86.0mg) 
Purified water (33.0mg) 
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* Total D.Omg [0040] In example of reference 4 example 6, mannite was 

used instead of aluminum-hydroxide and sodium-hydrogencarbonate coprecipitate, and phosphoric-acid 
3 sodium, and nucleus granulation was adjusted like the example 6. [ which was blended with nucleus 
granulation ] Next, except having carried out additional combination of the talc instead of the aluminum 
hydroxide and the sodium-hydrogencarbonate coprecipitate blended with the undershirt coating 1, 
coating was performed like the example 6 and the enteric granulation of omeprazole was obtained. 
[0041] The enteric granulation of the omeprazole obtained in example of experiment 4 example 6 and 
the example 4 of reference was put into the glass bottle, and it saved for two weeks under the condition 
of 60-degree-C sealing or 40 degrees C, and 75%RH disconnection. The appearance change is shown in 
Table 4. 
[0042] 
[Table 4] 

Table 4 At the time of initiation 60 degrees C is sealed. 40 degrees C is 

opened 75%. The example 6 White White White Example 4 of reference 

Light ** ** ** [0043] As for the enteric granulation of the example 6 

which added the aluminum hydroxide and the sodium-hydrogencarbonate coprecipitate into nucleus 
granulation at the aluminum hydroxide and the sodium-hydrogencarbonate coprecipitate, the buffer, and 
the undershirt coating layer, change of an appearance was not seen under the severe condition so that 
clearly from Table 4. 

[0044] After having mixed omeprazole, an aluminum hydroxide and a sodium-hydrogencarbonate 
coprecipitate, a lactose, carboxy-methyl-starch sodium, sodium lauryl sulfate, and 
hydroxypropylcellulose to homogeneity among the example 7 following presentations, adding the 
purified water of optimum dose which dissolved the sodium pyrophosphate in it and performing 
kneading, 50 degrees C dried for 30 minutes by the fluidized-drying in a plane. The particle size 
regulation of the dry end of granulation was carried out by the screen of 24 meshes, magnesium stearate 
was added, and the 135mg [ per one lock ] tablet (basic tablet) was manufactured with the rotary system 
tableting machine after mixing. 

Omeprazole 20.0mg An aluminum hydroxide and a sodium-hydrogencarbonate coprecipitate 20.0mg 
Sodium pyrophosphate 2.0mg Lactose 83.2mg Carboxy-methyl-starch sodium 8.0mg Sodium lauryl 

sulfate 0.3mg Hydroxypropylcellulose l.Omg Magnesium stearate 0.5mg 

** Total 135.0mg [0045] Coating of the following constituent was performed to the obtained tablet 
(basic tablet), and the enteric coated tablets was obtained. The undershirt coatings 1 and 2 performed 
coating using the high coating machine (Freund Industrial) by the charge air temperature of 70 degrees 
C, the exhaust-gas temperature of 40 degrees C, and pan engine-speed 13rpm. Enteric coating performed 
coating with the charge air temperature of 55 degrees C, and the exhaust-gas temperature of 37 degrees 
C. 

A basic tablet 135.0mg Undershirt coating 1 Hydroxypropyl methylcellulose 1.4mg An aluminum 
hydroxide and a sodium-hydrogencarbonate coprecipitate 0.4mg Talc 0.1 mg Purified water (23.0mg) 

The total 1 .9mg Undershirt coating 2 Hydroxypropyl methylcellulose 

3.1mg Titanium oxide l.Omg Purified water (56.0mg) 

The total 4.1mg Enteric coating Hydroxypropylmethylcellulose phthalate 

3.1mg Cetanol 0.2mg Talc 0.2mg Ethanol (35.0mg) 
Purified water (lO.Omg) 

Total 3.5mg ** Total 144.5mg [0046] Thus, 

about the enteric coated tablets of the obtained omeprazole, the rate of elution in the 2nd liquid (pH 6.8 
[ about ]) of a Japanese pharmacopoeia after saving for two weeks, respectively under the conditions of 
25 degrees C, 85%RH and 40 degrees C, and 82%RH was measured. The result is shown in drawing 5 
and drawing 6 . The good elution nature which is not different from the time of preparation even if it 
saves an aluminum hydroxide and a sodium-hydrogencarbonate coprecipitate, and the enteric coated 
tablets of this invention using a buffer (sodium pyrophosphate) under elevated-temperature 
humidification was shown so that clearly from drawing 5 and 6. 
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[0047] The enteric coated tablets of the omeprazole which consists of the example 8 following 
presentation is manufactured according to the approach of an example 7. 
Basic tablet Omeprazole 20.0mg An aluminum hydroxide and a sodium-hydrogencarbonate 
coprecipitate 13.0mg Sodium pyrophosphate 2.0mg Lactose 83.0mg Carboxy-methyl-starch sodium 

8.0mg Sodium lauryl sulfate 0.3mg Hydroxypropylcellulose l.Omg Magnesium stearate 0.5mg 

The total 135. Omg Undershirt coating 1 Hydroxypropyl methylcellulose 1.4mg An 

aluminum hydroxide and sodium-hydrogencarbonate coprecipitate 0.4mg Talc 0.1 mg Purified water 
(23.0mg) 

The total 1 .9mg Undershirt coating 2 Hydroxypropyl methylcellulose 

3.1mg Titanium oxide l.Omg Purified water (56.0mg) 

The total 4.1mg Enteric coating Hydroxypropylmethylcellulose phthalate 

3.1mg Cetanol 0.2mg Talc 0.2mg Ethanol (35.0mg) 
Purified water (lO.Omg) 

The total 3.5mg ** Total When the 

stability test and elution test under preservation are performed about the omeprazole enteric coated 
tablets obtained 144.5mg, good preservation stability and the high rate of elution are obtained. 
[0048] 

[Effect of the Invention] In the enteric coated preparations which consist of the nucleus part which 
contains an unstable benzimidazole system compound in the acid which has an antiulcer action, an 
undershirt coating layer which consists of 1 - two-layer, and an enteric coating layer Preservation 
stability, such as not coloring over a long period of time by combining an aluminum hydroxide and a 
sodium-hydrogencarbonate coprecipitate with a nucleus part and/or an undershirt coating layer, and 
combining a buffer with the former, is very good. And also in the mothball under a severe condition, the 
stable antiulcer drug content pharmaceutical preparation with which elution nature does not get worse 
can be obtained. Furthermore, this invention pharmaceutical preparation is excellent in film- forming, 
and can suppress the defective at the time of manufacture. The pharmaceutical preparation which has the 
property which was more excellent compared with the conventional pharmaceutical preparation was 
obtained from these things. 
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* NOTICES * 

JPO and NCIPI are not responsible for any 
damages caused by the use of this translation. 

l.This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2 **** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



CLAIMS 



[Claim(s)] 

[Claim 1] Enteric coated preparations with which the stability and elution nature which are characterized 
by combining an aluminum hydroxide and a sodium-hydrogencarbonate coprecipitate with a nucleus 
part and/or an undershirt coating layer in the enteric coated preparations which cover a 1 - two-layer 
undershirt coating layer into the nucleus part which contains unstable 2-[(2-pyridyl) methyl sulfinyl] 
benzimidazole system compound in the acid which has an antiulcer action, and come to cover enteric 
coating on it further have been improved. 

[Claim 2] Pharmaceutical preparation according to claim 1 characterized by an aluminum hydroxide and 
a sodium-hydrogencarbonate coprecipitate being 0.1 - 20 weight sections to the 2-[(2-pyridyl) methyl 
sulfinyl] benzimidazole system compound 1 weight section in a nucleus part. 

[Claim 3] Pharmaceutical preparation according to claim 1 whose loadings of the aluminum hydroxide 
and sodium-hydrogencarbonate coprecipitate in an undershirt coating layer are characterized by being 
0.01 - 10 weight section to the nucleus partial 100 weight section. 

[Claim 4] Pharmaceutical preparation according to claim 1 characterized by blending an aluminum 
hydroxide and a sodium-hydrogencarbonate coprecipitate, and talc with an undershirt coating layer. 
[Claim 5] Enteric coated preparations with which the stability and elution nature which are characterized 
by making a nucleus part and/or an undershirt coating layer blend a buffer with an aluminum hydroxide 
and a sodium-hydrogencarbonate coprecipitate as a stabilizing agent in the enteric coated preparations 
which cover a 1 - two-layer undershirt coating layer on the nucleus part which contains unstable 2-[(2- 
pyridyl) methyl sulfinyl] benzimidazole system compound in the acid which has an antiulcer action, and 
come to cover enteric coating on it further have been improved. 

[Claim 6] Pharmaceutical preparation according to claim 5 characterized by for an aluminum hydroxide 
and a sodium-hydrogencarbonate coprecipitate being 0.1-20 weight sections, and a buffer being 0.01 - 
2 weight section to the 2-[(2-pyridyl) methyl sulfinyl] benzimidazole system compound 1 weight 
section. 

[Claim 7] Pharmaceutical preparation according to claim 5 whose buffer is the sodium tartrate, sodium 
acetate, a sodium hydrogencarbonate, a sodium carbonate, sodium polyphosphate, potassium 
polyphosphate, a sodium pyrophosphate, a potassium pyrophosphate, disodium hydrogenphosphate, the 
potassium phosphate, phosphoric-acid 3 sodium, or phosphoric-acid 3 potassium. 
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